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Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Dear Sir: 



INFORMATION DISCLOSURE STATEMENT 



Pursuant to 37 CFR § 1.56 and in accordance with 37 CFR §§ 1.97-1.98, information 
relating to the above-identified application is hereby disclosed. Inclusion of information in 
this statement is not to be construed as an admission that this information is material as that 
term is defined in 37 CFR § 1 .56(b). 

t 

*>' 

1X1 In accordance with § 1.97(b), since this Information Disclosure Statement is 
being filed either within three months of the filing date of the above-identified 
application, within three months of the date of entry into the national stage of 
the above identified application as set forth in § 1.491, before the mailing date 
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of a first Office Action on the merits of the above-identified application, or 
before the mailing date of a first Office Action after the filing of request for 
continued examination under § 1.1 14, no additional fee is required. 
□ In accordance with § 1.129(a), this Information Disclosure Statement is being 
filed in connection with O the first or O second After Final Submission, 
therefore: 

l~l Certification in Accordance with § 1 .97(e) is attached; or 

□ The fee of S180.00 as set forth in § 1 . 1 7(p) is attached. 

I I In accordance with § 1.97(c), this Information Disclosure Statement is being 
filed after the period set forth in § 1.97(b) above but before the mailing date of 
either a Final Action under § 1 . 1 1 3 or a Notice of Allowance under § 1 .3 1 1 , or 
before an action that otherwise closes prosecution in the application, therefore: 
I I Certification in Accordance with § 1.97(e) is attached; 

or 

□ The fee of $180.00 as set forth in § 1 . 1 7(p) is attached. 

I 1 In accordance with § 1.97(d), this Information Disclosure Statement is being 
filed after the mailing date of either a Final Action under § 1.113 or a Notice 
of Allowance under § 1.311 but before, or simultaneously with, the payment 
of the Issue Fee, therefore included are: Certification in Accordance with § 
1.97(e); and the submission fee of $180.00 as set forth in § 1.1 7(p). 

I I Copies of each of the references listed on the attached Form PTO-1449 are 
enclosed herewith. 
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£3 Copies of references listed on the attached Form PTO-1449 are enclosed 
herewith 

[3 Copies of references listed on the attached Form PTO 1449 are not required to 
be submitted pursuant to the June 30, 2003 recent revisions to 37 CFR § 
1.98(a)(2)(i). 
EXCEPT THAT: 

£3 In view of the voluminous nature of references 4, 6 and 22, and the 
likelihood that these references are available to the Examiner, copies 
are not enclosed herewith. 
I I In accordance with § 1.98(d), copies of the following references listed 
on the attached Form PTO-1449 are not enclosed herewith because 
they were previously cited by or submitted to the U.S. Patent and 
Trademark Office in patent application(s) for which a claim for priority 
under 35 U.S.C.§ 120 have been made in the instant application: 
I 1 Copies of references [list as appropriate] listed on the 
attached Form PTO-1449 were previously cited by or submitted 
to the Patent and Trademark Office in prior Application No. 
, filed 

Please charge any deficiency or credit any overpayment to Deposit Account No. 23- 
3050. This form is submitted in duplicate. 
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I I The relevance of those listed references which are not in the English language is as 



There are no listed references which are not in the English language. 
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Barber, A., et al., "Opioid agonists and antagonists: an evaluation of their peripheral 
actions in inflammation," Med. Res. Rev., 1992, 12(5), 525-562 



Buschmann, H. (Eds.), et al., Analgesics, Whiley-VCH, Verlag GMbH & Co., KgaA, 
Weinheim, 2002 



Flynn, G.L., "Mechanism of percutaneous absorption from physicochemical 
evidence," Percutaneous Absorption, Maibach, H.I., et al. (Eds.), Marcel Dekker Inc., 
1985, 17-42 



Greene, T.W., et al.,. Protective Groups in Organic Synthesis, 2 nd Ed., Wiley & Sons, 
1991 



Handwerker, et al., Pain and Inflammation, Proceeding of the VI 1 World Congress 
on Pain, Bond, et al. (Eds.), Elsevier Science Publishers BV, 1990, 59-70 



8 



Hargreaves, K.M., et al., "The peripheral analgesic effects of opioids, 
1993, 2(1), 51-59 



'APS Journal, 



Hassan, A.H.S., et al., "Inflammation of the rat paw enhances axonal transport of 
opioid receptors in the sciatic nerve and increase their density in the inflamed tissue," 
Neuroscience, 1993, 55(1), 185-193 



10 



Iyengar, S., et al., "Kappa opiate agonists modulate the hypothalamic-pituitary- 
adrenocortical axisin the rat," J. Pharmacol Exp. Ther., 1986, 238(2), 429-436 
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* A copy of these references will not be forwarded to the U.S. Patent and Trademark Office since they 
are believed to be too voluminous and easily obtainable by the Examiner. 
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12 
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13 



Lurz, R.A., et al., "Opioid reepors and eir parmaologial profiles," J. of Recept. Res., 
1992 12(3), 267-286 



14 



Mansour, A., et al., "Anatomical distribution of opioid receptors in mammalians,' 
overview," Opioid I, 1993, 79-105 



an 



15 



Manzanares, J., et al., "Kappa-opioid-receptor-mediated regulation of a-melanocyte- 
stimulating hormone secretion and tuberohypophysial dopaminergic neuronal 
activity," Neuroendocrinology, 1990, 52, 200-205 



16 



Millan, M.J., "K-opioid receptors and analgesia," Trends in Pharmacol. Set, 1990, 
11, 70-76 



17 



Morley, J.E., et al., "Involvement of dynorphin and the kappa opioid receptor in 
feeding," Peptides, 1983, 4, 797-800 



18 



Neugebauer, V., et al., 'W-methyl-D- aspartate (NMD A) and non-NMDA receptor 
antagonists block the hyperexcitability of dorsal horn neurons during development of 
acute arthritis in rat's knee joint," J. NeuroscL, October 1993, 70(4), 1365-1377 



19 



Pershing, L.K., et al., "In vivo pharmacokinetics and pharmacodynamics of topical 
ketoconazole and miconazole in human stratum corneum," Antimicrob. Agents 
Chemother., January 1994, 38(1), 90-95 



20 



Przewlocki,, R., et al., "Gene expression and localization of opioid peptides in 
immune cells of inflamed tissue: functional role in antinociception," Neuroscience, 
1992, 48(2), Pergamon Press Ltd., 491-500 
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29 
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